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In the Claims 

1-61 (canceled). 

62 (previously presented). An antibody that induces superagonistic signaling by a cell 
surface receptor, wherein said antibody binds to the extracellular portion of the receptor at a 
membrane proximal region and said receptor comprises a cytoplasmic domain which is dependent on 
an extrinsic protein kinase, wherein said antibody does not bind only the C'-D loop of human CD28. 

63 (previously presented). The antibody according to claim 62, wherein said antibody: 

(i) binds orthogonally to the main axis of the domain of the receptor which it is binding, 
and/or 

(ii) which lies parallel to the cell surface when bound to the receptor, and/or 

(iii) which binds to a (3-strand polypeptide chain of the receptor, and/or 

(iv) which binds within 75A of the cell surface. 

64 (previously presented). The antibody according to claim 62, wherein said receptor 

(i) comprises an ITAM motif, ITIM motif or "switch" signaling motif, and/or 

(ii) is a member of the CD28 family of proteins, and/or 

(iii) is expressed on the surface of a cell of the immune system, and/or 

(iv) comprises a cytoplasmic domain capable of being phosphorylated by a Src kinase, 
and/or 

(v) comprises a cytoplasmic domain capable of being dephosphorylated by CD45, and/or 
CD148, and/or another large receptor tyrosine phosphatase, and/or 

(vi) is one of the receptors listed in Table 2. 

65 (previously presented). The antibody according to claim 62, wherein said cell surface 
receptor is CD28, CTLA-4, ICOS, PD-1 or BTLA. 
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66 (currently amended). The antibody according to claim 62, wherein said antibody 
binds to an epitope comprising SEP ID NO: 23, SEP ID NO: 24. SEP ID N O; 25, SEP ID NO: 26, 
SEQ ID NO: 27, SEQ ID NO: 28, SEP ID NO: 29, SEP ID NO: 30 , SEQ ID NO: 3 1 , SEP ID NO: 
32. SEP ID NP: 33, SEP ID NP: 34. SEP ID NP: 35. SEP ID NO: 36, SEP ID NO: 37 . SEP ID 
NO: 38, SEP ID NO: 39, SEP ID NP: 40. SEP ID NO: 41. SEP ID NP: 42. SEP ID NO: 43. SEP 
ID NO: 44, SEP ID NP: 45. SEP ID NP: 46, SEP ID NP: 47 , SEP ID NP: 48, SEP ID NO: 49. 
SEQ ID NO: 50. SEQ ID NO: 51. SEP ID NP: 52. SEP ID NP: 53. SEP ID NP : 54. SEP ID NO: 
55, SE P ID NP: 56, SEP ID NP: 57, SEP ID NO: 58, SEP ID NP: 59. SEP ID NP: 60 or SEP ID 
NP: 61. se l e ct ed f r om: 
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